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2004:964817 CAPLUS 
141:410756 

Preparation of macrocyclic compounds for the treatment 
of inflammation and autoimmune disorders 
Chiba, Kenichi; Du, Hong; Eguchi, Yoshihito; Fujita, 
Masanori; Goto, Masaki; Gusovsky, Fabian; Harmange, 
Jean-Christophe; Inoue, Atsushi; Kawada, Megumi; 
Kawai, Takatoshi; Kawakami, Yoshiyuki; Kimura, 
Akifumi; Kotake, Makoto; Kuboi, Yoshikazu; Matsushima, 
Tomohiro; Mizui, Yoshiharu; Muramoto, Kenzo; Sakurai, 
Hideki; Shen, Yong-chun; Shirota, Hiroshi; Spyvee, 
Mark; Tanaka, Isao; Wang, John; Wood, Ray; Yamamoto, 
Satoshi; Yoneda, Naoki 
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heterocycloalkyl, aryl, heteroaryl, etc.; R2, R3 = H, halo, (substituted) 
OH, alkyl, aryl, etc.; R1R2, R1R3 = alkylene; R4 = H, halo; R5 = H, 
protecting group, prodrug; R6, R7, Rll = H, (substituted) OH; R8, R9 = H, 
halo, (substituted) OH, alkoxy, etc.; R10 = H, (substituted) OH, 
(substituted) NH2; n = 0-2; X = absent, O, NH, N-alkyl, CH2, S; Y, Z = CH, 
O, CO, NH, etc.] are prepared for the treatment of various disorders 
including inflammatory or autoimmune disorders, and disorders involving 
malignancy or increased angiogenesis . In certain embodiments, methods for 
the treatment of various disorders including inflammatory or autoimmune 
disorders comprise systemically (e.g., orally) administering to a subject 
in need thereof a therapeutically effective amount of a compound of formula I. 
Thus, II was prepared in several steps. Some of the compds . inhibited 
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791101-13-8P 791101-14-9P 791101-15-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of macrocyclic compds . for the treatment of inflammatory or 
autoimmune disorders) 
RN 603039-45-8 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7(8H)-dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-3-methyl-4- 
(trifluoromethyl) -, (5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603045-38-1 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7(8H)-dione, 

14- (dimethylamino) -3, 4,9, 1 0-tetrahydro-8 , 9, 16-tr ihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 603045-40-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H)-dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [ ( 2-hydroxyethyl ) amino ] -3 , 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 603045-42-7 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-l 4- [ ( 2-hydroxyethyl ) amino ] - 
3, 4-dimethyl-, (3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603045-44-9 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14- (ethylamino) -6-f luoro-3, 4,9, 1 0-tetrahydro-8 , 9, 16-tr ihydroxy-3 , 4- 
dimethyl-, (3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603045-46-1 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [ 2- ( lH-imidazol-l-yl ) ethoxy ] -3, 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 0 Me 



RN 603151-24-2 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-3, 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 603151-32-2 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

4-fluoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-14-methoxy-3, 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 



RN 603151-34-4 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

4-fluoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-l 4-methoxy-3 , 4-dimethyl-, 
(3S, 4S, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603959-45-1 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-3-methyl-4- (phenylmethyl ) - 
, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603985-37-1 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-13, 1 4-dimethoxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603985-63-3 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [ ( 4-methoxyphenyl ) methoxy ] -3, 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 0 Me 



RN 603985-65-5 CAPLUS 

CN Acetamide, N- [3- [ [ (3S, 4R, 5Z, 8S, 9S, HE)-3, 4, 7, 8,9, 1 0-hexahydro-8 , 9 , 16- 

trihydroxy-3 , 4-dimethyl-l , 7-dioxo-lH-2-benzoxacyclotetradecin-l 4-yl ] oxy] -2- 
oxopropyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 603985-69-9 CAPLUS 

CN Acetamide, N- [3- [ [ (3S, 4R, 5Z, 8S, 9S, HE)-3, 4, 7, 8,9, 1 0-hexahydro-8 , 9 , 16- 

trihydroxy-3 , 4-dimethyl-l , 7-dioxo-lH-2-benzoxacyclotetradecin-l 4-yl ] oxy] -2- 
hydroxypropyl] - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603985-71-3 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- [3- 
(methylsulfonyl)propoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603985-72-4 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 14, 16-tetrahydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603985-73-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- [3- (2- 
pyridinylamino)propoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 




OH 0 



RN 603985-74-6 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

14- (2-azidoethoxy) -3,4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 



RN 603985-75-7 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [2- [ ( lH-imidazol-2- 
ylmethyl) amino] ethoxy] -3, 4-dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 

9 H 




OH 0 Me 



PAGE 1-B 
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RN 603985-77-9 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [4- [ ( lH-imidazol-2- 
ylmethyl) amino] butoxy] -3, 4-dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 603985-78-0 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14- (dif luoromethoxy) -3,4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603986-04-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- (2,2,2- 
trifluoroethoxy) -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



TOh 



17/11/2009 



10/923, 271 



OH 0 Me 



F 3 C^ 




RN 603987-34-4 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3, 4-dimethyl-l 4- (methylamino) -, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603987-35-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14- (ethylamino) -3, 4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603987-75-3 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-l 4-methoxy-3 , 4-dimethyl 
(3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603987-93-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-l 4- 
(methylamino) -, (3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603988-36-9 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-10- (methoxymethoxy ) -3 
dimethyl-, (3S, 4R, 5Z, 8S, 9R, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 791101-13-8 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14-ethoxy-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 791101-14-9 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- [2- 
(methylamino) ethoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 791101-15-0 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7(8H)-dione, 

14- [2- (dimethylamino) ethoxy] -3,4,9, 10-tetrahydro-8 , 9, 1 6-trihydroxy-3 , 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 
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AB Macrocyclic lactones and lactams, such as I [Rl = H, alkyl, heteroalkyl, 
cycloalkyl, heterocyclyl , aryl, heteroaryl; R2, R3 = H, OH, halogen, 
protected hydroxyl, alkyl, heteroalkyl, cycloalkyl, heterocyclyl, aryl, 
heteroaryl; R1R2 or R1R3 = 3-8 membered alicyclic ring; R4 = H, halogen; 
R5 = H, hydroxyl protecting group, linked prodrug; R6, R7 = H, OH, 
protected hydroxyl; R8, R9, RIO, Rll = H, OH, NH2, alkoxy, alkylamino, 
etc.; X = 0, NH, S, CH2, etc.; R8R9 = fused ring, such as furan or 
imidazole; Y-Z = CH:CH, NHCO, etc.], were prepared for a variety of 
therapeutic and cosmetic uses, such as antitumor and anti-inflammatory 
agents and treatment of skin photodamage. These macrocycles are claimed 
for use as NF-kB, AP-1, protein kinase, cancer cell proliferation 
and solid tumor angiogenesis inhibitors and for use in the treatment of 
inflammation, cancer, psoriasis, skin photodamage, restenosis as stent 
coatings, rheumatoid arthritis, asthma, sepsis, inflammatory bowel 
disease, atopic dermatitis, Crohn's disease, autoimmune disorders and for 
treatment of gastrointestinal, esophageal, tracheal/bronchial, urethral 
and vascular obstructions wherein the lumen of a body passageway is 
expanded. Thus, macrocyclic lactone II, designated as ER 803064, was 
prepared via a multistep synthetic sequence with included a 
macrolactonization reaction of III to form the desired lactone ring. The 
prepared macrocycles were assayed for their effect on TNF-a and 
(3-actin placental alkaline phosphatase transcription using human acute 
monocytic leukemia cells. 

IT 791101-13-8 1080810-60-1 1080810-61-2 
1080810-62-3 1080810-64-5 1080810-65-6 
1080810-66-7 1080810-68-9 1080810-70-3 
1080810-71-4 1080810-72-5 1080810-73-6 
1080810-74-7 1080810-75-8 1080810-76-9 
1080810-77-0 1080810-78-1 1080810-79-2 
1080810-80-5 1080810-81-6 1080810-82-7 
1080810-83-8 1080810-84-9 1080810-85-0 
1080810-86-1 1080810-87-2 1080810-88-3 
1080810-89-4 1080810-90-7 1080810-91-8 
1080810-92-9 1080810-93-0 1080810-95-2 
1080810-96-3 1080810-97-4 1080810-98-5 

1080810- 99-6 1080811-01-3 1080811-02-4 

1080811- 03-5 1080811-04-6 1080811-05-7 
1080811-06-8 1080811-07-9 1080811-08-0 
1080811-09-1 1080811-10-4 1080811-11-5 
1080811-12-6 1083006-06-7 

RL: PRPH (Prophetic) 

(Preparation of macrocyclic compounds for use in pharmaceutical and 
cosmetic compositions which regulate various genes involved in immune 
and inflammatory responses) 
RN 791101-13-8 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14-ethoxy-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 1080810-60-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 1080810-61-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 1080810-62-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 




RN 1080810-64-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 1080810-65-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 1080810-66-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
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Double bond geometry as shown. 





RN 1080810-71-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



TOh 
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Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 1080810-72-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 

Double bond geometry as described by E or Z . 




OH 



RN 1080810-73-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 1080810-74-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 
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Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080810-75-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080810-76-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



RN 1080810-77-0 CAPLUS 
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CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 1080810-78-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 1080810-79-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 1080810-80-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 1080810-81-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 
OH 




OH O 



PAGE 1-B 



RN 1080810-82-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 



RN 1080810-83-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 

OH 




OH 0 Me 



RN 1080810-84-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 

PAGE 1-A 
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RN 1080810-85-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 0 Me 



RN 1080810-86-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH O Me 




OH 



RN 1080810-87-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
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Double bond geometry as described by E or Z . 




OH 



RN 1080810-88-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



PAGE 1-A 
OH 




OH 0 Me 



PAGE 1-B 



RN 1080810-89-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 
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PAGE 1-B 



RN 1080810-91-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 




RN 1080810-92-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080810-93-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080810-95-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 




RN 1080810-96-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080810-97-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 1080810-98-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
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Double bond geometry as shown. 




RN 1080810-99-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080811-01-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080811-02-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 
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Absolute stereochemistry. 
Double bond geometry as shown. 




OH 0 Me 



RN 1080811-03-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 0 Me 



RN 1080811-04-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




TOh 



17/11/2009 



10/923, 271 



RN 1080811-05-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1080811-06-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 1080811-07-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 
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RN 1080811-08-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 1080811-09-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 1080811-10-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 

Double bond geometry as described by E or Z . 



MeO' 
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RN 1080811-11-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 1080811-12-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 1083006-06-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 



MeO' 




OH OH 
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IT 603044-46-8P 603045-38-1P 603045-40-5P 
603045-42-7P 603045-44-9P, ER 807563 
603045-45-0P 603045-46-1P 603151-24-2P, ER 
803064 603151-32-2P 603151-34-4P, ER 804019 
603959-46-2P, ER 804035 603985-37-1P 
603985-63-3P 603985-64-4P 603985-65-5P 
603985-69-9P 603985-70-2P, ER 804606 
603985-72-4P 603985-73-5P 603985-74-6P 
603985-75-7P 603985-76-8P 603985-77-9P 
603985-78-0P 603986-04-5P, ER 804387 
603987-34-4P 603987-35-5P 603987-75-3P 
603987-93-5P, ER 806821 603988-36-9P 

RL: COS (Cosmetic use); PAC (Pharmacological activity); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(preparation of macrocyclic compds. for use in pharmaceutical and cosmeti 
compns. which regulate various genes involved in immune and 
inflammatory responses) 
RN 603044-46-8 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-l 4- 
(methylamino) -, (3S, 4R, 5E, 8R, 9R, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603045-38-1 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

14- (dimethylamino) -3, 4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 



RN 603045-40-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [ ( 2-hydroxyethyl ) amino ] -3 , 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603045-42-7 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-14- [ ( 2-hydroxyethyl ) amino ] - 
3, 4-dimethyl-, (3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603045-44-9 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

14- (ethylamino) -6-f luoro-3, 4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4- 
dimethyl-, (3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603045-45-0 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- [3- 

[ (methylsulfonyl) oxyjpropoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603045-46-1 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [ 2- ( lH-imidazol-l-yl ) ethoxy ] -3, 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 



RN 603151-24-2 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-3, 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603151-32-2 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

4-fluoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-14-methoxy-3, 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603151-34-4 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

4-fluoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-l 4-methoxy-3 , 4-dimethyl-, 
(3S, 4S, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603959-46-2 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-4-methyl-, 
(4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 603985-37-1 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-13, 1 4-dimethoxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 



RN 603985-63-3 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [ ( 4-methoxyphenyl ) methoxy ] -3, 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 0 



RN 603985-64-4 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14- (2, 3-dihydroxypropoxy) -3,4,9, 10-tetrahydro-8 , 9, 16-trihydroxy-3 , 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603985-65-5 CAPLUS 



TOh 
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CN Acetamide, N- [3- [ [ (3S, 4R, 5Z, 8S, 9S, HE) -3, 4, 7 , 8 , 9 , 1 0-hexahydro-8 , 9 , 16- 

trihydroxy-3 , 4-dimethyl-l , 7-dioxo-lH-2-benzoxacyclotetradecin-l 4-yl ] oxy] 
oxopropyl]- (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603985-69-9 CAPLUS 

CN Acetamide, N- [3- [ [ (3S, 4R, 5Z, 8S, 9S, HE) -3, 4, 7, 8, 9, 1 0-hexahydro-8 , 9 , 16- 

trihydroxy-3 , 4-dimethyl-l, 7-dioxo-lH-2-benzoxacyclotetradecin-l 4-yl ] oxy] 
hydroxypropyl] - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603985-70-2 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3, 4-dimethyl-l 4- [2- (4- 
morpholinyl) ethoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 




OH 0 Me 



RN 603985-72-4 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 14, 16-tetrahydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603985-73-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3, 4-dimethyl-l 4- [3- (2- 
pyridinylamino)propoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 

OH 




OH 0 Me 



RN 603985-74-6 CAPLUS 
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CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14- (2-azidoethoxy) -3,4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 603985-75-7 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [2- [ ( lH-imidazol-2- 
ylmethyl) amino] ethoxy] -3, 4-dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 
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RN 603985-76-8 CAPLUS 

CN Methanesulfonamide, N- [2- [ [ (3S, 4R, 5Z, 8S, 9S, HE) -3, 4,7,8,9, 1 0-hexahydro- 
8,9, 16-trihydroxy-3 , 4-dimethyl-l , 7-dioxo-lH-2-benzoxacyclotetradecin-l 4- 
yl] oxy] ethyl] - (CA INDEX NAME) 
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Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




RN 603985-77-9 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14- [4- [ ( lH-imidazol-2- 
ylmethyl)amino]butoxy]-3, 4-dimethyl-, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX 
NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 603985-78-0 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

14- (dif luoromethoxy) -3,4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 603986-04-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3, 4-dimethyl-l 4- (2,2,2- 
trifluoroethoxy) -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603987-34-4 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- (methylamino) -, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




OH 



RN 603987-35-5 CAPLUS 



TOh 



17/11/2009 



10/923, 271 



CN lH-2-Benzoxacyclotetradecin-l , 7 ( 8H) -dione, 

14- (ethylamino) -3, 4,9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-, 
(3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



OH 0 Me 




OH 



RN 603987-75-3 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-14-methoxy-3, 4-dimethyl-, 
(3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 



MeO 




RN 603987-93-5 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

6-f luoro-3, 4, 9, 1 0-tetrahydro-8 , 9, 16-trihydroxy-3 , 4-dimethyl-l 4- 
(methylamino) -, (3S, 4R, 5E, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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RN 603988-36-9 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-10- (methoxymethoxy ) -3, 4- 
dimethyl-, (3S, 4R, 5Z, 8S, 9R, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




IT 603039-45-8P 603959-45-1P 603985-71-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of macrocyclic compds. for use in pharmaceutical and cosmetic 
compns. which regulate various genes involved in immune and 
inflammatory responses) 
RN 603039-45-8 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 (8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-3-methyl-4- 
(trifluoromethyl) -, (5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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OH 0 Me 




RN 603959-45-1 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-14-methoxy-3-methyl-4- (phenylmethyl ) - 
, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 603985-71-3 CAPLUS 

CN lH-2-Benzoxacyclotetradecin-l, 7 ( 8H) -dione, 

3,4,9, 10-tetrahydro-8, 9, 16-trihydroxy-3 , 4-dimethyl-l 4- [3- 
(methylsulfonyl)propoxy] -, (3S, 4R, 5Z, 8S, 9S, HE) - (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry as shown. 
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